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(54) PHARMACEUTICAL COMPOSITIONS COMPRISING 
UNCOMYON DERIVATIVES 




(71) We, Tte Uj»Jo:p>^ Company^ a 
coxporatioD oi^&oized axul isrisdng nnder the 
laws of the State of Ddawaie, Xffiitied States 
of Amcricftj of 301 Hcnri^tca. Sureci^ Kala- 

5 mazoo, State of Michigan, United States of 
America, do hexcby dedare the inventy>n, for 
"whidi we pray "fliat: a. patent may be granted 
to Btrd rfie method by which it is to be 
performed, to be particdarly described in 

10 and by the folbwing statement:— 

The present inveation is an iraptovcmenc 
in or modificatiofl of that described and 
daimed in our copending applicatioa No. 
53182/67 (Serial No. i;211,380). 

15 la copending applicatiori No. 53182/67 
tbex« aix descnbed and dftimed antibactmal 
cnnpouiids of the general foctniila; — 



atom^ advantageously not moire 
bon atoiDS;^ cydoalkyl of ficom 3 
than 8 carbon atoms or aialkyl 
than 12 carbon atoma, advanr 
more than 8 catboia scorns aru: 
compositions comprising; as the ai 
eni One ot sQch compounds^ Sue] 
compositians in the nam of an : 
tioa and a. syrtp ate disclose^ ' 
The present invtacton h diirei 
maceudcal and veterinary con:^^ 
prising as the active ingredient 
of the genexal fonnula: — * 



than 8 car- 
ta not nuxe 
of not msm 30 
tgeously not 
bactciiddal 
weingredi- 
t bactericidal 
.queous sohi* 35 



led to phais 
ksixions com- 
a compound 



40 






K 



MO 



•r 



and the «dts thereof wherein X is OH, 
20 chlorinej or biomine, R and HCU art the 
dame or different aUyl of not more than 20 
caifooa atOMSy advantageously nor xnssr^ than 
8 carbon atoms, cydoalkyl of from 3 to not 
more than 8 caiijaii atoms or aialfe^l 
.25 of not mofft than 12 carbon atoms, advantage- 
ously not more than 8 carbon atoma; and R^ is 
hydrogen, alkyl of not inoce than 20 carbon 



(D 

wherein X is hydroocy, chlorin< , or .bromine, 
Ri is alkyl Of 0-„ cydoalkyl ol Cj^al or aral- 
kyi of C,-rti and Ra is hydra^fos, alkyl of 
Q-a, cydoalkyl <rf Ca^, or ardkyl of C^xa, 45 
or a phatniaceudcaliy acx%pt:ab[e salt thereof 
in the fcna ^ capsules, tablets^g ranules, paren^ 
ted^ s^udoDs, topical ointtn^tS) c^ms^ 
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inveiitlTO also 
eomPsing as active iiigreieat one the 

4 feed, in «>M fe» '^fMT'iSa 



^ for tiie same p««joMs.as ^ 
^ cijinpwinds of the a^ra^a.m aw pamco- 



mis: and a compoumi at Hut above fiwimu ^ finamydiL 

of Xin^tioa include the foUowmg as le- 
fencd to ihc above fomwila I : 



X 



20 



93 



25 



79 
9 



30 



» 
93 



35 



99 



A) 
» 

31 
» 

31 
39 



n 
9* 



9 
» 



9> 
if 



39 



» 
93 



(S)ifiQnier 



» 

99 



9> 

M 
99 



arc orcsoital &r adawijstiatiott » hmnans 
^ Si! in unit dosai e fTO sndt as^^ 

ffi^ or suspension, mi 

pound of ft«mnla 1 or its pbatmacMogieauy 

aocqjtable salts. « -j 

aut dosage fomis CM tepi«(wi«»-^«^^ *^ 
S^E^d cebpositfon; such a*jaWtett, Ae 
Spiral acdve weuedieiit is mwed with con- 

nSieo. m can befa^t^^ 

ffdMi«ise compounded » I**?^' 95 
fona affording the adva itagc ?f P«»^»^g^^ 
ddaved action or prsitetennined siKCCSSiW 
actioji of the enclosed jaBdicatiOO. 'or »• 
Ste, d>e tablet can oroprise an i^aa 
S Sd an OKter dosage componaa^t^ 
being in the fonn of in eiwdape «wcr Ukt Juu 
fonner. 

Se line) Off WW (abo« the plane of ^ f^r^iSlrf suctwe of other nrewener and 
ri^^ tespecL to' the cari«my} poap .^^ a tlSTXipfc st embodiment, cap- 

- ffi'oSaa wa^ line - is nsed ^ ^etsVaa prq^ by mmng 

4S S»t bofli epineis are to he included, i.e. ^^^^^^ an Siert phsnnaceutical 110 
Z^Si^ conflation and ^J^^^ ^ Wo a ha^ 

gzHiation are inteniled. - gelatin capstde of appropnate size., 

pemyt ho^I. '^y^^ ^sharfS«^^''^?P.«^,?^iS"2^ 115 

50 medc fonns thereof. Senaq^es ^^vL roatS beads cowtamms Ae antunoQc, sort i*^ 

^cydtepropyl, tyclopeniyl, cydohexy^qyclo- a«des aic p« pared ^7 

WiStwdoooyl, 2"ineihylcyd<»enQ4, 2^- i'^^X^^.^-^^ the Jntihiotic with 

3Hgfdopeniylpi»pyI. ^Sxampterf ^3™^ otto inert oiL , . . m 

55 befl?yV phenethyl, a-ttoy^aopjl, and «• ^ f„ idam^ 120 

nsidiihyimcdiyl. , 1 «n be tration sudi as synqis, Jiiirs, and s^po^ 

picpaied by ^P'^%ii'^°^itZ^, » «» 

^jngaoplicatMO Ho. 53182/67 (Scnaim. oe^ ftT^T^tf & 12S 

S^Us^lle..etene.s„chas^r 



er«U5 n-pxcipyl metl^l 
hydjcogsci]. 
ethyl 
isopropyl 
D-biityl 

hydrogen 
n-butyi 
methyl 
hydrogBD 

trans n-propyiniethyj 
hydi^^SPii 
ethyl 

B-butyl 

cycLohe:grl 
methyl 

hydrogep 

n-butyl f " . " 
^re^n-p«)pyl methyl ^Br(S) isomer 
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and saccharin* togCTbcr ynjh an aicmatic this invention are tablets^ cai>5ulft3, pills, 
Swrttfiflff aeeut trod«3> STjppasra)ncs> powder paclcets, graii^ 

Su^^ns can be prepared of tii* ^ uhs, wd^ cachets, 

5 aid at R suspending agcflc such «5 acacia, tiaga- DTh^ . 
caniii, me&u5c4 and *e like, , ^ f^^^°^ ^.^V^T'^-'^^-^i^ 

neisiDe The antibicvtio in a sratable ointmeirt mgrediftnt of compositions fg/ the treatment 
base sSch as petrolatum, lanoto, pobjtbykne o£ iha coi^lirions «^ 75 
10 dwols, xnbrtures tlifir<sof, and the like. Ad- pounds to obtain adwnta^s combinattoi^ 75 

the andhiodc is findy divided of pn^^es Such aB^&nBtiDiiS 
r^a^ansof a «iJbid mill utilising fight Hquid comppuad fonnnla 1 with antibioo^su^ 
petzolamm aa a toigating agsait prior to dis- as spectmomycm, dhlonttn^nicol, "tetracye- 
ieS^tteointc^entWTopia^ Snfts (e^ tetr^ydme, oicytitracyc^^ and 

15 Sd Iffitions arc ptepaied by disperang the cfalortettacydjjic), peswalhn, erytbromyon, 
antibiotic in tiic ofl phase prior to the emul- novdbiodn, kan^ran, .^^^^J^'^jJ^- 
sification of the ^ase m water. cm, polymyxin, ^c*?*™^^^^-^*^^,^^ 

For parenteral administration, fluid unit mydn broaden to bacterial ^>e«nmi of the 
dosaRe forta^ are prepa«d urilteine the anti- composrdon; steroids havinp; aiiti-tnfl^atory 
20 Holic and a sterile velude, water being pre- activity such as hydrocwtisoi e, piedmsoJone, 
fared. The amibioric, depending on the fonn nwrthylpredmsoloDe and flup«dmsolone; anai- 
and concentradoa nscd, can be dther sus^ geacs such as a^uan, sodium salicylate, 
pcnded or dissolved in the pre- (acetykmcyhc J«;^>^;ffi^J;.«^^ 

iarine solutions ' the water-sduble andbiotic and ttflug^lannde; antihistar lines, wn as 
25 can & dissoKred in wattr for injection and diloiphcnisamine maleate, diphenhydramcic, W 

filTct stenliMd befow fillmg in» a suitaWft promethazine and pyradnasme; sulfa droga 
' "•vial or ampnte and sealii©, "AdvanlagcaasV, such as sulfadiazine, sulfaujpthaane, sulfa- 
adinvants fiSdi as a local ancsthcdc, prcserva- merazinc, suHacetomide, sulfatncthyloxazol^ 
-riirt: and buffering agents can bcr dissol:rod satfameOiizole, and the Wee; mtifungals, zuOl 
30 in the vehicle. To enhance to staKIity, the as nndecylcnic add, sodimn prDpionate!, sail- 
compORldon can be frozen after fillmg into cyamHd^ sodiani caprylate, and hesceuame; 
to vial and the water redflovcdnndervaainm. the vimmina. , , , 

The dry lyophilized powder is thee sealed m The dosage of a compowid of /^nraia^ 1 
to vial an accompanying vial of \vater for treatment depends on nmte of aonunis- 
35 to injection ia suppUcd to icconstitnte to trationi the age» wei^t,_ aiid conditiMi o£ the 
liquid Wot to use. Ptomtctal svwpenGians are patient; and to parttailai ■ ^ease to Jft 
Drcnared in substantially to same manner treated. A dosage sdieduie cf from etiout 3^ 
exccDt that the antibiotic is sua>ended in to w 500 mg,> X to 4 timea daily (every six hwES)^ 
veh^e instead of bring dissolved «nd BUaiU- fmbiaors to (^ffectivc range for to twatmeoc 
40 Tation cannot be accomplished by filtration, of naosc conditions for whjdi to composi- 10^ 
The antibiotic can be sterilized by exposure to dons arc effective* For chiM ?ea the dOK^e is 
ethylene oxide before su^ding in to sterile calculated on to basjj of 6 t» 8 mgylcg- by 
vdude Advantageously, a surfactant or wet- w^k to be admiuistercd c;ay snt liourB,_ 
tine acents included in to composition to Tlw andbiolic ia compowided witH a amr- 
45 S^tate unifonn ^stribution <rf to anti- able pharmaccoDcal cwria in nnit dosage 110 

foon for convement and eff ective admimstra- 
The tcon unit dosage form as used in the ^on. In to pieferred cmtodimaits of this 
spedfication and daima rcfex^ to physically invention, to dosage imt aj:^ 
iscrete imlis suitable as unitary dosage* potind of ^^^^^l^.^^, 10^C» an^^^ 
50 human subiccr^ and animals, eaA nnit con- mg, amounts f or syatemie aeatmenr, u w.^?, iiP 
S apxedetennined qnantiry of active 0^ \2jn±5% ^ 
material odculated to produce to dcaied locali&ed treatment; wjd 5 to 25% y^J^ 
^Lxdc dfect in a^sodation wiiii to le- parenteral treatment. Tht dosage of CiHnposw 
auirednbarjnaceuticfll diluent, carrier or vo- tions containing a canpound ol fommla 1 and 
55 hicle. The spedfication for to novd nmt dos- <me or more other active ingredients la to J20 
age fonns of this invention are dictated by be detennined wi& lefereace to to usual 
and directly dependent on (a) to unique char- dosage of^^cadi wdi tn«ed;ent» 
acterisdcs if to active mit^nl and to paiv- Ibe foltowng tramples arc ^n^a^v^^^^ 
Sr tbctapcutic effect to be adiiwed, and The best mode conte«op|atBC - by to mventor^ 
60 fb^ to to&tiOflS inhereM in to art of for carrying out tiwar myemon and are not 125 
c(iiipoanding sudi an active material for to be construed as limitinj;. 
tiberapeutic use in humans and animals, afi 

disclosed in dmil in this spedficadon, tose ^5?*°^ ^ 

beins features of to present invention* Esc- Gapmiea ^ , . . 

65 Smpks^ suitable doiagc fomis in accord One mousand two-piece hard gdatm cap- 



lOO 
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fides for oral uJCi each camabrng 200 liKomydit*^ 500 ^ 

of liMxjnydnrZ-phosphate arc prepared fttan lactose at 

IiiKMias«!»-2-pl«>*»ttK 200 gn. Ll^t liq<nd pMtolatuni 3 gm. 

Afaenesiam stcaiate 2.S gn. dugBed- The stags are teifcwi damht forcing 

giasideftsie then compressed intotabkcea^ 

The maierials tat Aorougbly mixed and tablet conaining 500 mg. of linannydn-Z- 

" syS/"^^??e«^S i^ti^ k adult «nlc Jjf^J*, ^^jg'S^ 

i^^s by the «al adminsirMww of 1 c^- goal admjmatratKai cf I taWec eroy 4 

^^i^^Ltee above, capsules are Using tht above proeedu.-e, ««Pt le- 

K SLSSc^Btog linOTnyc^^ diring the amount «rf liacoiaycmrZ-phos^ 

SSte^sTwW^^SOO m& amounts 10 2& sai„ teblets oomaBtog 2& jng of 7S 

lincomydu-Z-phosphate fot the 200 pn. used 

Qt^es One thousand oial aWc»5, each coarairons ^ 

Ou= thousand two& hard gdatia cap- 200 ««. <rf ^f^ffl^S^oflSf.^ 

niiM f«r oral use. eadi couvninc 200 mg. of total of 250 mg. ^•3-3 eacn; ^™f*°f 

25 SS^tod^to'de, aie prepared from the aie p«pa«d ftw the folowmg rypes and 

Elng^iandaiMBnisrf amoimts e£ materials: 

Tetr&ne^dtt&loridt 250 gm. Su^fadiaatae ni^' 

30 JSp^rm,^ ^SP>- S^^tbazm* |3.3^ 

Cmh starch 50 gm. 90 

The iagiedients are thorou^y mixed ajjd J^J^JLSfiiSij-ft™. / b?*" 

then en^Bted in the usual nMmf. Ught liquid pettdatum S gm. 

The foregoing capsules are useful for tue 

« SS'b.TS ^ 1^ m i-S^^t. axe *o,2aghly maed a^ 

35 hamaas by me raw aw™i»»n"«« » *■ ^.gg^^^fi^ an- i^utaai down hy Jkp- 

* UsSr*e SSdure ^ capsules arc ing^-^i^ t"^*^'^*^JSS'l„^'t.t 

.KnJhSi ^iSed cMitaining lincMii»cm-2- wlODg giamiles are dam ci BipreMed into tab- 

T^IJ^A^ rf^Zf^o^autihio- lets, Si containiuB 20O .ng. of Imcomyot- 

Iiho^bate and ^^.^3^^J^,j^250 ^^ijosphate and a total of 250 mg. (83.3 mg. 

^r^rii-hSttSScin aid aovrtsocin. temfc tieatmem: of infectuos by the oral ad- 

45 ^fjSS^s P?SU« P-'r^- of 4 tablet, first and d«a X 

T5n G is tobTiBBd TO placc of tcaacydiw^, evay hows. . . 

CS^pSulc every 6 honlB* 

"Ss' no 

n™. thMrtflflds «bl«s for oral use, each 2367 grn. of a gtamilaijai suitable for »• 

^sit^S^p rf^c^vi&ohoaBbBtB msdnnSn with water prior to use IS pre- 

ite of materials:— of mgredient?: 
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TftMcydinc hydrodateidc 

Stktos^ powdered 
Flavor 



150 em. 
ISO gm. 
5 gm. 
2000 gm. 
60 gm. 
2 gm- 



The ingredients are dissolvett in mxfit 60 
8jid the solution sterilised 1^ filtratiOiL Tt^ 
sterilfe 3olutit>a is filled into yia] 5 and the viak 
sealed. 



The TEtiacydine is finely divided and coated 
jm± ibp leddun. The cpaipd tettacydinft, 
li«COTLycin-2-pho^liaie, sugar^ flawr, and 

XO sodiuro metabisulfite axe mixed logethcr tmm 
tJiaremgMy Headed. The powder mismre w 
wetted Tvidi water and forced through a sacea 
t» fotffl granules. Tbc gcandcs are dned and 
23^7 gm. filled into 60 cc. botdes. Pnor t» 

15 uses sufficient water is added t» the gcamte 
to make 60 ca ijI c&mposmon. 

The f caegomg compoation is nsefnl fc» sys- 
Tcmic treatment of lafecoan, particularly m 
diildrcn at a dose of one lea^ogaofnl 4 tune^ 

20 daily. 

Oral syinp 
One thousand cc of an. aqueous suSpe^on 
foe oral use;, comainmg in each 5 cc, dosc> 
25 one-half gram of toftal sulfas and 200 mg. 
of lIacqii^cin-2-phoq;d3ate is puepwed &cm 
the foUflwing types and emoants of mgredi- 
entft: 



ESAMPLE 8 

PaiQOEeral soludoa 65 
A Sterile aqueous eolntion fo.' inwarouscular 
use, cMtaining in 1 cc 250 mg. of liaco- 
m5dn-2^phosphate, as the Na s alt w ptepared 
from the following anl amounts of 

icgredicnta: 70 

Lincomydn-2^pho3i*ate 250 gm. 

Sodium hydroxide 10% solunon q,?. 
Water for injecdon q.s- 1000 oc. 

The Jinoomyjncin-2i?hospha« is added tt> 
The water and snfiSdent socium faydxoside 
added to footma solution and tl e solution sten- 
li^ed hy filtratioD* Tht Steele solution, in 
the amount of 2 cc, is a^ti:ally filled inn* 
9ierik vials imd frozen. The ater is removed 
under high vacuum and the Hals containing 80 
the ^ophill^d ppVTder are seiled. Just prior 
to use, sufficient aiciflc water for injeaion to 
make 2 cc of sdntion is addsd to the -viaL 



75 



Lnicomycm-2-phofiphate 

30 Sulfadiazine^ 

R wlfam Bthaainft 

airic acid 
Benzoic acid 
Sucroee 
35 Tragacanth 
Lemon (h1 
Deionizcd water q.8. 



40 gm. 
33.3 gOL 
333 gm. 

2 gm. 

1 gm- 

700 gm. 

5 gm. 
2 oc 
1000 cc 



T<^lcal ointme] it 

One diomand gm. <I 0.21 % omtment b 
pttpaicd from ihe follow og types and 
amounts of ingtedients: 

IiiicDmyctn'2''phosphate 

2nc oxide 

Calamine 

Liquid petrolatum (heavy) 
Wool fat 

Whfoe penolatum q.a- 



85 



2.5 gm. 
50 gm. 
50 gm- 
250 gm. 
200 gm. 
1000 gn^ 



£)0 



The citric add, benzoic acid, Bocrose, tiaga- 
canth, and lemon oil are di^ersed in sufficient 
40 water to maKe 850 cc of solution. The hna>- 
myan'2-i^osphate and findy powdered fiuliM 
aie stilted into syrup until unifonnly ^^^^ 
bdtcd, Suflfid«mt water U added to make 

1000 cc ^ 
45 The composition so prepared W useful m 
the systemic treatmeut of pneumonia m adult 
ljumans at a dose of 1 ttaspoonful 4 times 
a day. 

ElCAMPLE 7 

50 Faiemerai solution 

A sterile aqnoous solution of intramuscular 
use, containing in 1 cc. 75 mg. of linco- 
niydn'2-phosj^te is pieparwl frcmi the fol- 
lowing types and amounts d materials: 



55 Lincomyciii-2-phosphate 
Lidocaine hydrodJoridc 
Methylpftraben 
FroKrlparaben 
^ater for injection q*5* 



75 gna. 
4 gm, 
2.5 gm. 
0.17 gm, 

lOOO cc 



The white petrolatum ani wool fat are 95 
mdrcd and lOO of liiuid pctrolatnm 
added thentto. The lincomj cin-2i>hosphate, 
2inc oxide and calamine ais added 10 the 
TPywninfag Uquid petiolAtinn and the miicture 
milled unta the powder* art finely dh^ided 100 
and uniformly dispersed. The powder mixmre 
is sticrcd into the white peirplatum juixiurc 
and sdrring continued until tie ointment con- 
geals. 

The foregoing oimroent is ua^iUy applied 105 
topically to tbe dun of irammals for the 
xreatment of iufecdoik. 

Tbc f OTcgoing compositicwa can be ]^pared 
by omitting the anc oxide aid calammc 

Followicig the pMcfednre above, ointments 110 
arc amilaidy pt^^jarod contaniUK Iracomycin- 
2-phosphate in 0.5, 1, 2 and 5% amounts by 
suhstittttrng 5, 10, 20, md iO gm. of linco^ 
myanrZ-pho^hate for the 2,5 gm. used 
above. H-^ 

BZAMFLE 1) 

Cream 

One thousand gm- of a ^ aginal cream are 
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f.r oral use, each co«^. I^cb-^o^-hatc 
the Mowing »jp=s ««1 « nMBnm. ^^j^i^ rtewiie 

5 Cam staicH ^ The ingredients are diorfl«^ f , 

gnu^ aie then coaipiessed ? 

10 The fo^gafeg evades, we tc^tSnt trf Mficdott in adiUt hamans 70 

systetnic treatment <rf b^c^ 1^ adnuiustratioa of 1 taMa «WT * 

by the oral «Im«««twm » 4 , „™t f or «h 

Usine the pweedurt above, .9^^^.^'' ^udM theamount 5 linen oycm-Z-phosphaw 

above. Example t 

, TaMets 
ExAMPi£2 Qdb dwusaad teal taWet5,^each ccmiaroii* 

^ CapsBles , . -jnftW^ of ihic<myci»-2- phosphate and r 80 

Oiie thousand tw<.&^ B^tm^^ S ^'zsl 5- 

for oral 'fe, ^ •^"f^^J^ Biei sulfam^azJoe, a« »»>f«^™^ ' 
Ii„ccmydn-^o^.5f^^^^-^^ ^^partd ihm the fol<«^ types and 

Tetracydme iydrdchlondt 250 g- Su^zine |-| ^ 

Talc zimi. Sutfamctbazine 

30 Magnesium stearatt -^^S"- j^^je <n ^ 90 

Com starch 

th4 encSsDtated in the usual the - 

ThefflKCaiiK capsules are uaeM ^''i™ 
s^ic tteatiSent «f .infedipn ^ ^hc iDE«di=nts are thoj oughly jnaed and 

phoapiiate and eadi l3ZS?S,rin^2SO 2-phospbaie and. a total of 250 fflg- C^'l^ff' 

^li^incoU oKytetiacydme, <*teteau- ^^^f-^^^ tablets st^ useM for sys- 

^ ^^^7S: St^mi of 4 iaWc« feat and then x 

^ r^JsW^^d t p^r^ -?^1le'r^ent<rf urnarybfecdon.*e 105 

the'5«^«»-^ °5 SL'Srf'l S& « 250 «f Wifacet^n-K. 
50 adnlt hnmam by ibe oral admunslianon « 

capsule eveiy < h<J«i». 

EzAMFtE 3 <^aaul«s **" 

piYiniititg <rf matciial^» ■ — 
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S Wrediems: in hmnans aaid other animals. 

lone for the treatment of »:&af^^L.?f^ 
stdf&te can be omlttecL 



60 



Tcgocia Regular* 



50 gm. 
150 gm. 

« - «*i 100 gm- 

Yod?, NX 

solved m about :ju swj ^ ^ 
fltt^S^viS^infecrioDS in human.. 

EXAMPLR 11 , 

Otomciti4 ophtbalflttW; _ 

r^S^^^ ^^^^^ 

ttmooms of ipgwdienis: 



65 



0« tbouaaad'cc of a ^ 
J- f^j. ^ jj, gttdi oc IS pre- 
^ ingfediesiis: 



LincMiiydn-2-ph<>qjhate ^ 
?tedaisalaiic-suc«o^^ sqcium 
Sodium citrate 
Polyethylene glycol ^ 
MyristyI-TPi«>iiniuin cn« 

PolyviiiylpyiioIi<J<*nfr 
Deionlzed vrater q-s. ad 



10 e»' 

10 gm. 75 

45 gtn* 
120 gm. 
0.2 gm» 
1 gm. 

1000 Gc so 



90 



35 



40 



l4j^omycin-2-pbospl»i^ 

Po^yxia B aniMate (10^ 

Light liqm<i pctrolatiiin. 
Wool fat 
White petrolatum. 



5 gpi. 
12.2 gox, 

iinits/ 

1 gm. 
250 gm. 
200 gm. 

1000 gnu 



of an air mcx«^^ ^^iTp^d 
tdbes. 



-Th* fnim*iKfttitfi MC disMlved the water 
?S^msol«ionwa«pticaUy filled 

lift common so ptcwrtd « "^.^ 
the rapical ieatB=M of M^msMsm and«- 

sensitive tissues of the aninaX body. 

BXJMiffLS. L3 
Tmdies 

Tenthousand troches aic P^."*l&.** 
fdllowMig types and amoums of ingrtdimt*- 

pi*^mB»aIfate(lO.O(X>uiirts/ 

Ethyl amineibcjMSORte ^ 

PCFvi^eied sucrose " ^ 

The r^tai nwtttials are «>&^ tibc^ 

£ollo«ii« the usua w^iques for the 

pteparatiofi <£ comprised Ubiels, 

troches *te hcM in the inwiih and al- 105 

lowed to dissolw slowly i. prtvjdc treatment 
for the mouth and fliroM <» 

Ex&MPtE 14 
Suppository, ccctal . 
One thoiisard supposhifles. each weigbu^ "0 

niyc^T^^-hosphatt «c F'P««SS^ 
lowing ^es aad amouma ctf Jngredieois. 
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IiDc<»nyciiir2-ph<;»sidiate 
PolTTOTm B suHate (10>000 

TWJXts/jng.) 
6o-mctnyIgredni9olQae 
Ethyl gminobenzoate 
Zinc (ndde 
Propylene ^yccd 



100 gm. 

1.25 gm. 
1 gm. 
75 gm. 
62.5 gTQ. 
1615 gin- 



Polycdiylene glycol 4000 q.s. 2500 gro, 

Thft liiacomycin-2-phDSphate^ polymyadn B 
10 sulfate, e-mabylprediisoliwaei «hyl aminobea- 
, ;■ zoftte, and zinc oxide are added v> tbe propy- 
lene glycol and tbe mature xiuUed until tber 
powdm axe finely di^ed and unifoxnaly di^ 
pereed. Hie polyediykne glycol 4000 is melted 
15 and ilie propylcnf^ dispetsicfltl addtsd 

slowly stbrmg* The suspensioD. is poured 
into imdjined molds at 40* C The com- 
poatioii is allowed to cool and solidify and 
iJu» icmoved from the mold, and each sup- 
20 posiiory foil wppcd. 

The f oregcang suppositories are inserted rcc- 
taHy for local treatmenc of inflajoonution and 
infection^ 

Alternatively, the foregoing compoaiion 
25 can be prepared omitdng the stf3»id. 

EmiFLR 15 
Masdiis ointment 
One thousand gm. an ointment for the 
treatment of xna^dtis in dairy cat^e is pre^ 
pftred ftwn 4o foUowing lype* and amounts 
of ingiediencs: 



30 



35 



LincQmydn-2-phospihate 
Prednisolone acetate 
Light liquid pecrolaiuffl 
Qilorobutonol, anhydrous 
Polysorbate 80 



50 gm. 

0.5 gm. 
300 gm. 
5 gm. 
5 gm. 



2% Aluminum mtaiosteaiate-pca- 

nut oil gd 400 gm. 

^ite peMatma q.fi. 1000 



40 



The fincomycm-2-phoBphnte and predniao- 
lome acetate are milled with: the light liquid 
petrolaium until findy divided and imifomjly 
dispersed. The chlorobntanol, poJyswbatc SO^ 

geanut oil and ^spfcitc petrolatum are 
eated to 120* F. to ionxx a melt and tiie 
liqdd petrolaxmn dispeisioii stirred in. With, 
continued atircing the dispersfon is allowed to 
ootA (and ccmgtal) to room teoqicrature and 
is filled into disposable mastitis ^^ringes in 
50 10 

Animal feed 
One ihou$^d gm. of a feed mix is pre- 
pared from the following types and amounts 
55 d ingnsdienta: — 



The ingredients an: mixed Together and 
pressed into pellets. 

The composition, can be fed o Maoraioiy 
animals, i-e., ruts, mice^ ^nei pigs, and 
tabbits for pr^hylasds duong chipping^ 65 

For lai^ animialsy the composition can be 
added to the animal's regtilar feed in an 
calcdaied to give the desired dose ol 
linc(XEoycin.-^2-phosphaDe. 

Es:ampx£ 17 TO 
Following the procedure of each of ibe 
preceding Examples 1 and 3, <;adi miember 
selected from sodium novobiocin^ calcium 
SOTobiodn^ chlortetracydizxe 1 ydrochloride^ 
osytetr&jcycfine hydrochloride, icEracycline, 75 
retracydine hydrochloride, atid tetracycline 
phos^te complex is added in 50> 100> and 
250 gm« amounts to provide a combina'doa 
having a wider specxrum of theiapeotic ^eo- 
t£venes& in the Treatment of infei tious diseases 80 
resnlong frcKU, m.iypd oiganiams siRceptible to 
lincoawydnr2-phosphatfc as indicated in the 
present spedfication and the alove indicated 
annbiotics a$ already well knovn . to the medi^ 

cal art. ^ 

Example IS 
Following the procedure of the preceding 
Examples 1 througih 16, inclusiiTfr, each mem- 
ber sdocod frtxa licomyd 5r2-ph08phatej 
hemiamnMMihim salt^ 7fS) - chloro - 7 - deoxy- 90 
lincomycin - 2 - phosphate, 7(S' - diloro - 7 " 
deoxy - I' - demethyU&Lcamycsn - 2 - i^oa- 
phatB, 7tS) - dikiro - 7 - dccsy - 4' - de^ 
propyl - 4' - penM - 1' - lemeihyllSnca' 
mydn - 2 « pliospSate, 7(S) - diloro - 7 - 95 
dcoxy - 4' - dcpropyl - 4' - pcircyl - 
1' " dcmethyl - lincomydn ^ 2 - phos- 
phatc^ calcium salti Or 7(2 1) - chloco 
7 - deoxy - 4' " dcprcpyl - 4' - 
pentyl - 1'' - dcmetfaylllncomycm - 2 - phos- 100 
pbate, magnesium salt is subitinited in an 
equhraknt amount f(^ the lInQmycm-2'pho5r- 
phate shown in the example and provides simi- 
le therapeutic properties. 



CO 



Lincomydn-Z-phosphate 
SoytM^ meal 
Fish meal 
Wheat geim oil 
S(»^nm molasses 



10 gm. 
40O gm. 
400 gm. 

50 gm. 
140 gm. 



ExAJUPis 19 105 
FoUovring liie procedm^ of the pteceding 
Example 1 through S, 9 throng 11, and 13 
throngh 16, indusive, each member selected 
from 7(S) - chlOKO - 7 - deo lylxncomydn - 
2 - phosphfiLte^ caldum salt, 7{S ) - ddoro - 7 - 110 
deoxyUnoomydn 2 - phofiphicCi magnesimn 
salt, 7(S) - chloro - 7 - deoay -V - demethyl- 
lincomydn - 2 phosphate^ zaldum salt off 
7(S) - diloio - 7 - deosy - 1' desnethylMnco- 
m^ctn - 2 - phosphate^ magnet .um salt i& sub- 115 
sdtuted in an eqjuivalcnt amoui it for 1^ linen- 
mycin - 2 - phprohate shown in the eacample 
and provides sxnnlar therapeiidc properties. 

WHAT WE CLAIM IS: — 

X« A phflrdoaoeatical or lecennary com-- 120 
podtioa compdwig as the act^e ingredient a 
coaxpoxmd having the gcncr^ xroiulft:— » 
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1,219,700 



8 




dL a slurry with an aoccptiHe vegeehte oil, » 
Briii: lladd fK3PCilat«m <»: other mert «1. 

8. A pharmaceuticBl ^^^^^^^[fc^ft 

9. A composition as dinned m daan 8 
,»facrdai the dbMnaeni base is petrolatum, Jano- 
lin, » polyedi^fcnc glycol or nuxtures *eie- 

t)oiidoa compiismB «s the active ?Si?fi?*i 
OOTprond as dcfeMd « cann 1 m die 

of a tndcal craoji or Iffion. 
11 A compositictt a* c«imed m ctoaa 10 

and coETOridng ail emulsJicatiwi » 4fl 

A coommatiMi as da mcd in ^.^^Z 
morcadplwi drugs « aa . jWi&m^ fffJu 

is alkyl of Ci^ gdoaJkyl of ^-i^^^^^ Se a» d» ocdvc iqgredKiit a ampmrnd as 
S^and^^Khy.^. ^J^ol^C.- Kd m dai»l pud «ius or aolpha 

* St%nte^^^yi«:<^«fc*^f ani««d feed coapifci.ig a solid f«d 

«tJi a plumDaoeaucany ac«?epTaWft ^'^^'^^^ a, .gfimd ia daim 1. 
sSd carrier. t.- i is A nhaMnaceodial or Tetmnaiy 

10 ihe fonn of a capsule. . nompomd as defined m ^^^^^'^^J 

3. A conipodtSja acwrdrng to dajm 1 m ^''^^ described wi£i refMcncc m tiit 

^4.T<iytiS'accordlhg to dainL 1 ia ^^^^f^ediod for «,« bating a«d/or 

™nteoS»BladminaxatkmcQmpna«gM du<l^?e . .^«.£cmnd as defined 

Bon ^BDftimd as defined in 




50 



£SAe acffl^^* 



i^daiia 1 or a plwiM»:catically acceptable 
S9lt tboefif- 

GILL,JEOTlINdS&EVEBX 
51/52 Chanceiy Laae. Londao, W-t^iS. 



-1 .-^l-'-iH"*^' 
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